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New complex antibody for anticancer drug - comprises anti-human C- 
0erbB<a-2 antibody that recognises surface antigen of target cell, and 
anti-human lymphocyte antibody which binds to effector cell 
ndex Terms: NEW COMPLEX ANTIBODY ANTICANCER DRUG COMPRISE ANTI HUMAN 

ANTIBODY RECOGNISE SURFACE ANTIGEN TARGET CELL ANTI HUMAN LYMPHOCYTE 
ANTIBODY BIND EFFECTOR CELL 
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JP 5213775 A 930824 9338 JP 9219968 920205 12 @A6lK-039/395 @ (B) 

Priority Data (CC No Date): JP 9219968 (920205) 
Abstract (Basic): JP 05213775 A 

A new complex antibody (a) an anti -human c-@erbB@-2 antibody, 
pref. CFD-OA-pl85-l that recognises the surface antigen of target cell 
and (b) an anti-human lymphocyte antibody, pref. anti cD3 antibody that 
works signal transfer by binding to the effector cell. 

A new anticancer drug contains the complex antibody as an 
essential component. 

USE/ADVANTAGE - The antibody has strong and specific binding 
affinities to antigens (target cell and effector cell). Cytotoxicity 
against target cells can be activated and increased. 

In an example, UCHT1 antibody contg. as cites was obtd by 
administration of UCHT1 cell (anti cD3E antibody) to BALB/c mouse 
intraperitoneally . From the supernatant, UCHTl-F(ab') fragment was 
prepd.. Similarly, CFD-OA-pl85-l antibody contg. as cites was obtd 
and, GFD-OA-pl85-l-F(ab')2 fragment was prepd.. By using two fragments 
bifunctional antibody of both monomers bonded was obtd.. It was 
purified by TSK gel G 3000 SW HPLC. Dwg.0/0 
rwent Class: @B04@; @D16@; 
Int Pat Class: @A61K-039/395@ ; 0CO7K-O15/280 
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(2) 

1 

- e r b B - 2 ®&ttft(re& K> » t r- U >tm 

thc-e rbB-2ftfl:T^T, X^m^-Jf J& 

[MM 3] Stfchc-e r bB- 2fi#*tGFD- 
OA-p 1 8 5- l-?fe«M^lXi*2l3Ett<!>tt£ J0 

[S*«4] tSth'J>/XJ«ft»lWRCD3R#T* 
«M$« 1 Xtt 2 
[■t*«5] thc-e r bB-2Magefc^SW 

i xi± 2 icfs«t©ig£ft#. 

[0 0 0 13 

[j£3ft-k©*ijffl#fH #3gEttjBtef&tc#$&«£*i a> 
«kDI¥L<«tr- Aft «<DS&Mfti&* 
^K*RI«S9I6«S(IKIW*. 
[0 0 0 2] 

[ft*©«ffi] ft*, «ft«KttC*V»T*/^D— 
A4«ifftttt#flt#tailBtt«ft««ffffl (ADCC ;an 
ti body-dependent celluar cytotoxicity) [Martin, J. 
S.,et al.. Blood, 73, 1431-1439 (1989)] tl£Z>W* 
Jf&ft^tt&Sif^ffl (c omp I emen t -dependent cy t o I ys i s) 
[Irie,R.F.,et al., P roc. Natl. Acad. U.S. A., 83, 8649 
-8698 (1986)] C£r?<5tt£ftlCJ: 0 1£ < ttftRBMS 30 

[0003] ±eqE/?n^jvftfMc«k«RBA&£ 

»^*«Wt«-tt. WHrftl/TA-fr/'Jy Htt#«#*tt 

J8V>Tfr&:b*lTV>-5[Nisonoff,A. and M.M. Rivers, A 
rch.biochem.Biophys., 93, 460 (1961)] m&lZZ. 40 

ffi&ZtlTfrZH&Z. [Koehler,G.-and C.Milstein, 
Nature, 256,. 495 (1975)]. 
[0 0 0 4] Z-ti^-WRo^Jfu-)-— frtt&O^tl 

£*tt-*fcF (ab')« UTfMlSn 
TVJ*. ^^«^l^>^-> (Brennan)S«DTT (^ 
t7Kb-*) ©&7cai£Ja^T&F (ab' ) i# 
^SjSjcftiaU, -*©Fab' ©SHS£5. 5' - 50 



#BI¥5-2 1 3 7 7 5 

i^sj-KX (2--hDSfJ&#K) (DTNB) T&S 
iTFab' -SNBiU iJfflFab' -SHtjg 

y HStfrSf^SST-S C fclCJftgjl/THS [Brennan, U. , 
P.F.Davison and H.Pavlus, Science, 229. 81-83 (198 
5) ; Nitta.T.. et al., Eur. J. Immunol. , 19, 1437-14 
41 0989)#flB] . 

[0 0 0 5] £fcJM®#&&LTtt. M&ofc-fflg© 
tt#»^*WWWSPDP [N-X^-»-f5^-3 

[Staerz.O.D., et al., Nature, 314, 628-631 (1985)] 
-S«i©ia#F (ab')< 75if»hSH«lc 
UT»«» S P D P Zm^T&GtEitlin V-^-f 7 
©/W^'Jy Ktt#«fl«-r*#tt[Nitts,T.. et al., 

Eur. J. Immunol. ,19, 1437-1441 (1989)] 

[0 0 0 6] ^O* 

tf» fcSttJRfcWrittfrfiSA-f^UH-Tft. »J© 

*KJ:^TBtttr«/W Fffi#£#£#8i[Mil 
stein.C. and A.C.Cuello, Nature, 305, 537 (1983)] 

SttTA-f y F*M**£A'f ?U F-v£#, 
<fcOffiS©£M*:£f§-5#&[Staerz,0.D. and M.I.Beva 
n, Proc. Natl. Acad. Sci, U.S.A., 83, 1453 (1986) ; L 
anzavecchia, A. and D.Scbeidegger, Eur. J. Immunol., 1 
7, 105 (1987)] 

[0 0 0 7] Mid, MOlOM^U y FttfcfcUT 
tt. tfratfreettftSTi-STO* (V) S«£7^XA 

**t h**©"b©itufcfc©*«tt^nTU5. &Jt;# 

9 8 4^© ; 6 , JV> (Morrison) ©ftk fiMr&&M&£ 

t>t?::©a/w y pmwim&wmjfiistiTto 

^[Morrison SL et al., Proc. Natl. Acad. Sci. U.S.A., 8 
1, 6851 (1984) : Snaron J. et al.. Nature, 309,364 
(1984) : Neuberger.M.S., et al., Nature, 312, 604 
(1984) : Boulianne.G.L. , et al., Nature, 312, 634 
(1984)3?] . HIC. frb^SWA-f^Uy FStfttU 
Ttt. VM*<DiamG»&.9M (CDR) ©**V->X 
6* tVtzh<D (Reshaped S« *t>^TtS[Ione 
s.P.T., et al., Nature, 321, 552 (1986) : Riechman 
dL, et al.. Nature, _332, 323 (1988) ] . 
[0 0 0 8] ±B/vf ?y v Htt^W^fflUKTt^ 
«ff ttttottic. -f A y 7 y -fe-f ^^©fiJffl [Suresb, M. 
R. , et al., Proc.Natl.Acad.Sci. U.S.A., 83, 7989-7 
993(1986)] , ffe«Eai^fl:^T©iPJffl[Milsten,C. and 
A.C.Cuello, Nature, 305^ 537 (1983)]^*t^SnT 
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3 

V>5. hW.*:Jt>n1r- Jl/fi#IC«fc5S5f&8U:0 

-^£bfc^T;frfr5&fco£-fflS©ia#©/W7 
'JyH«# («T, BFA;Bifnnctional an 

ubodytufrrs) ©-#©ffi##««Biiai££i/fcix 

JSSS^b. &BFA©te#©ta#*n*U>A«*©Tffl 

mttmzmtrrzBF A&ttM?zzt&-zzz. @eb 

b f Atfmmmmmzttvmmm&m&zft? 
£©^fc<kDSte£^©safttffc£n 

^^©B^aKTW^SnfctMezzanica.D., et al., I 
nt. J. Cancer, 41, 609-615 (1988) ; Mans field, P.P., e 
t al.. Cancer Immunol. Immunotoer, 33, 247-254 (199 
1) ; Oshimi.K., et al., Blood, 77, 1044-1049 (1991) 
; Nitta.T., et al., E. J. Immunol. ,19, 1437-1441 (1 
989)] . 

[0009] %.\znmmm. 9mm. mmiz^bx^B 

FACDlS^SIB^«t^$nfc[Nitta,T.. et al., Lance 
t, 335 , 368-371 (1990) ; de Leij,L., et al., Fonda 
tionNationale de Transfusion Sanguine, Les Ulis Fr 
ance, 249-253 (1990)]. 

[ooio] i£¥, mm±^0m^mmzx 

xmz^WM^u^y^i-— fcf (^D-»g&2ftJIW 

msmv>mmm ©5-&, ±&saifi^fiH : f(epide 

rmal growth factor; EGF) tSEGFOSWft (U 

i L-TL^ffl^nfe c - e r b B - 2J6fe : ?[Yamamoto, 
T., et al., Nature, 319, 230-234 (1986) ]©£»£?■ 
g<8re<&£p 1 8 5fcfc?tt, a^OthMttBJSlC* 

- e r b B - 2 &&?<Dmfe&mtb StlTH*. *©J8l 

as, ftfcsuectnrctt. nh%mt%mm*o%mm 

J&Cc-e r bB-2fi£^©Jfg**Si?>£n[King,C. 
R., et al., Science, 229, 974-976 (1985). ; Yamamot 
o.T., et al.. Nature. 319, 230-234 (1986)], Kc- 
e r bB-25Sfc^©i8t@©gIg*<, %&<D¥&t 1 &^ 
ffiM^-filt^lUc^ffi^nT^SCSlamon.D.I., et 
al., Science. 235, 177-182 (1987)] . 

L*>&&&ttfcV>[Natali,P.G., et al., Int.I.Cance 
r. 45, 457-461 (1990)] . 
[0 0 11] ±!2c-e TbB-2m&miznt^W 

^m&zm*>\zft&$>&m\z£?T&&?zij 

fe'bBfl^Sn^oJ&OCMasuko.T., et al., Jpn.I.Canc 
er Res., 80. 10-14 (1989)]; Yamada.Y., et al., Jpn. 
J. Cancer Res., 80. 1192-1198 (1989)] , c-erb 
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4 

b - 2 ae? mm*mrrzm# t urt>. mz-tic - 

e r b B - 2 © C *SgSi££&I$T-5# U^n- 
^/URIfc pAbl (T4 8 8 1) [HJ hWW^t 
-f X>^ttSS (Triton Bioscience Inc. ;Alameda,CA)]^> 
*:r— H ^ -f >fc&l!fcT U * u—j-JljfifcA b - 
1 [^->n>?— >lH'x>X(0ncogeneScience Inc. ; Ha 
nhasset.NY)] c - e r b B - 2 ©fflWV H^-f > 
SrS^-r-S^/^a-^l/fit^. SV2-6 1T B*5£ 
^tt^?l/> (fcWI¥2 - 1 5 0 2 9 3Wm&M) ] 

Rtff&g&!!£S«T SBWTt ha«SifflJfittcSK-BR 

- 3 ( A T C C«Jf6## ; ATCC HTB30) <D%&±m?%. 

^ic<tD^$nfc/w^'j K-victojg^n, c 

- e r b B - 2 BiaseRlc^MCR^SSic - e 
r bB-2^:/^D— -)-)V%i&* GFD-OA-pl8 
5- 1 £f£8IU;fc[0uzge,Alper, et al., Cell Growth 
& Differentation, 1^ 591-599 (1990)]. JiEGFD- 
OA-pl8 5-lSftll c-erbB-21fifi£ 

20 mLTZM h$5«ffl&8cSK-BR-38:tf. A-54 9 
(t hBflSifflliat* I ATCC CCL185 ) >H hDTOJS 

mttM\zwmvit - 2 2 9 8 3 5^) . ± 

i2&St#ra, c-erbB-2iei«n?nK{5 
U c - e r bB-2ie?«tOMtWIt5S 

&B¥3 - 1 9 1 8 6 5^&«#KD . Ztie><D&imt± 

*&Wm*>}t£Q-&m%.±&mztt-rZ>BF A 
50 K«fc£fcgtegeftfc@l3rr£&«>K:. c-erbB-2 

se^stfefcWji-r-s "bosewt-rs b f a^si^s 

U -f >thDC*5lt5BFA©gia5tS«tt!£iWKU 

[0 0 12] ft. c-e r b B - 2 ICHafSB F A^> 
ViTtt. ^fc*$f?rttfc<, *5fiWfc<fc0BFA*«i«-r 
Z-JSVftmmt h c - e r b B- 2ta#a>£fc£ffi 

[0 0 13] 

rj29i)W»ftU«fc5 tfSraS^] *f89ittc - e r b 

4» B-2fig : ? : 5£5!3iT-5aj^, ^ic&ss, WJS. Wffi, 

•J >/tSfclifl& (Cytotoxic TLynphocytes) §®I7i^ 

nic<t o t±ibx 7 x 9 ?-m& omTztmmejmm 
iztt-rzmmm&fc&zm&s&nzigiVKBF a m 

sg«-r-5 n t & a wtrs 

[00 14] 

[raS*«?ft-r-5fc*©^©] *55WltJ:tl«s BFA 
50 (&£&#) &«^TS-*©gi^*tt hc-erbB 
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(4) 

5 

-2ft#-efcD. &isiflthO>rtnft#x-&zz.t& 

R#A'St h c - e r b B - X7i^ 

U>/^tt* , Ca&-5±faBFA. Cithc-erbB- 
2$i#fttGDF-OA-p 18 5- 1T&5±I3BF 

a, &r;±iBfiit h<j>A«*i^SiCD3gi«:-efe 

fchc-e rbB- 211356 K4fSWlr5«-rs 

±EBFA*tg«^n^.. sfc. #Bwicj:ntf. ±ib 

[0 0 15] #B91ia#tt. gtH (g?fcJ8BII&RtfX7x 

•z&&?z&5i£m&fc\miz?>z.tt£<. HfcFci^ 

-fc7*-£:frLfcADCCgfc<fc5Sj£@©flJHtt£'& 

[0016] fitT. Wc-Tjwj/ifo&tffik 
hc-e r bB-2ffi#©Fab' ®ftX&K>, te?j© 
I- «J >/1«Stfr©F a b ' MftXh 0. £3? 
*t«g-&Lfc2ti:56Wtt^©^Sfe(C^^»^'r^. 

[0 0 17] *%Wtt^©fP©©fcJ6©=»^t-rsta 

r b b - 2 tiifr$f<Dtiiftnmfflmm.#; &u*icd 3 

ffitftc-e r bB-2St(*=lrJS-r5ftc-e r bB-2 

&mmmmmmz&&vx»z c - e r b b - 2ite 50 

^£«3£§g^-T5 l &©-CfcD. CinfCttGFD-OA- 
p 1 8 5- 1 [Alper,0.,et al., Cell Growth & Differ 
entiatioD, 1,. 591-599 (1990)]. Jte^ffi^^fiKS* 
fl^Tfchc-e rbB-2££?£SSMift5SSi'^* 

-2aeF*«auT^s«B*aHRu. -€-©a»sasffi 

KSBSiLT^SifflJBSc-e rbB-2t;?D-tJ|/ 
St^®©fc»©ft!$fiiSt bTf^SSbfcS V 2 - 6 1 
*t#-*>SV2-6 1 rffifc (#W¥2- 1 5 0 2 93^1 40 
'AW . TAb 2 5 lSt<£> TAb 2 5 5ta#, TAb 
2 5 6$i#, TAb 2 5 8gi#. TAb 2 5 9ft# (P 
CT&WftffWO 9 1 -0 2 0 6 . 9G6Si 

#[Van de Vijver M.J., et al., New Eng. J.Med., 31 
?, 1239 (1988)]e#t»£n«. 
[0 0 18] 3Efc±BE3ftt hU^SWftfWdR-rsttC 
D3^©A#09i:lxTtt. UCHTlffiflc [fiCD3 
£fit#:"7iJXI gd :Beverley,P.C.L. and Call ar 
d, R.E. , Ear. J. Immunol. ,11, 329-334 (1981): -f>^ 
l )7)l • +A->-9— • Ulh-f7 7>T— >3 Xlmper 50 
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i a 1 Cancer Reseach Foundation, OK)], OKT35t# 
[faCD3#ift: I gG*.:Kung,P.C., et al., 
Science, _206, 347-349 (1979)] ^£09j*T-fr5. 
CHT 1 ftftttTU >/X«©lMS*ifiK3raUfcfc hC 

[0019] i»#tt#tt*n*no i Eyj'D-^Mft 

/*o-:J-;i/8t#g£/vf7'J H-TftKUai/T. 4W0 
©Tjffi [09*.fiKoehler.G. and C.Milstein, Natore,_2 
56, 495 (1975)«#ffiCI 

;w H-v£gssfc«&ffl«HL fliAtfi o*fc 

S (Jp-ftJI&MD. **t»RPM I - 1 6 4 OJgifc (H* 

yspbs (u^mHHttt*) xiiFcsma^ 

RPMl-1 64 0 J&JtlOHRStt* =f*> 
70X*> (2. 6, 10, 14-fh7^fM>? 

*isiartia:4UT^wsnfcBALB/c?- 

Kv^XfcBU&WW*. ±E8£©ifc7~l 4Si 

£©tt*a> flfctfi/ny-f > 

A [Forsgren, A. and J.Sjoequist, J. ImmmuDol. , 97, 82 
2 (1966)] S^fc77-<^T^-?Ci'7h^77^- 
&Zft1*5z\ii\z&r). BW©^y*n-:Hl<*M*:£& 

lml^»3©Ba*t2~4iDl©|g^n<y7r- (1. 5M 
3M NaCK pH8. 9) £flIi*.&ig-& 
«s|^«^ , Dx-<>A-fe7rni'>' (^yVHSW* 

0. lM^X>K^-h'J^A^W (pH3. 0~ 
5. 0) xmtHZltZZ&Z&Qmi&XZZ. 

[0020] ±e©$n<LT#s>n£ ; &y:?P:*--;i'ffi 

frfrZOF (ab' ) i ©H3I!«, fEfcSlftSnT^S 
7jjfe [09^.(£Parbam, P. . J. Immunol. . 131, 2895-2902 
(1983)] <7-»m<£2HZZ\t\zJ:r)fTt£ 
^©PIS©*^«l-09tbTI±. KT 
©#J££0y;Sl-£ 5. EP^, *-f5~10mg 

©ftftfe^tJO. lM^X>K:*-r-'Jr>AJ§ffc (pH 
4. 1-4. 5) \Z> trttt© 1/1 0-1/1 0 Ofgfi 
S©^7 r '» (->$"?&&) *in*.TB£U 3 7^© 
fiai9Tl~8^^ft;R(&*ffft3. ^ER^ItlM 
MJ**g8££JrJ*.TpH£8. 0tUTSJK*{?±$ 
20mMh)JX$t. 2mM EDTARlXl 5 0 
mM NaC 1 frbftzmm (pH8. 0 : && TTE 
SgfflJgEj <hVo) T¥S{bbfeTSK-SW-G3 0 

oo (h-y-aw ijy^m^xyjm^nfi 

KXzjyH bT^fflOS^^lHliKU. 



(5) 
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©££fcjft##^£*5AtC!K«r21iTl$i£-ra. *K 
L-T^ent^SOH^^. *>7fi 1 0 0 0 0©Bt£ffl 
\yzW^W&^1i.^z.t.\z^. SffiF (ab')i 

mg©jK&*>£i&4~6Biggg©F (ab'): 7H#£tl 

[0 0 2 1] ±82©$P<LT#S>n£F (ab')i 7 
7^>h«ffl^T*55Wttfr. BPt>±f2gWHIIiSK:** 
-f*St#©F ab' [t/Y-] ^171^^-161: 
MtSRftlOFab' [^/V-] t^ig^t&BFA 10 
tt, 0!l*.tf§TEB£©7J}£ [Nitta.T.. et al., Eur.J.Im 
nunol., 19, 1437-1441 (1989)] VMoTttm~Z>Z.t. 

to o 2 2] iMumt. &T&mmm<Dm®&m&m 

BTf-Statt, WUitKc-e r bB-2tt#©F (a 
b' ) . 7 7^^>h£^tJTESeSfJ««C, 
*U~2mMtftSJ;5tCDTT CfaftUE^ttSI) *® 
Wi&toTLT. PH7. 5TSS(CT3 O^WK^Srfftt 
t>fc&. g^Sffi*i5mMt/i2.<J;5ICDTNB m% 

tmwm immztozx. -mz-ammzo^s.^ 20 

fl&lCjfrsffittFab' -SNB£iR*re££. 9\\Z. 

0U;ttftiCD3ta#©F (ab' ) 2 77^>h 
££tTTES l~2mMifc*cfc 
3fcDTT*&&£;&0;t't, PH7. 5t?SfilCT3 0 
^raE^SfT^VV #^n-5M^?$STES^ffi}0c-C¥ 

&ff»5j:ttc«to. x^x^^-aiBaicjtt-rssi^F 

ab' -SH&iR#T££. ±|HT#&nSFab' - 
SH^^tTTESgSSfRIC. 5felC#^nfcg69aBliaSK 
^-TSStteOFab' -SNBSIigl : 1 ©^EJHtT 

fSS-frSHilCirj. g«SBS&Ka^*ia#©Fab' 

tx7x.9 9 -mmztt-rzinitF ab' 

[0 0 2 3] ±IB»C^Ttt, Sfcgi#Fab' -SN 

B©^s?£x7xi'^-aiBac^-r'5m^to^fT^ 40 

\f\ i&MFab' -SH©^©4SWfflffi»C^-r^ 

f A&m?z> c 

[0 0 2 4] *K UT#4nfeB FASTS K-y;UG 
3 0 0 0SW SffiffitSHPLC (i£ 

mm&t7u-?b{f77j-) cfrrnttciD. 

©Fab' (^^S*55 5kd) 

tf^ftfll 1 0kd£8oBFA£ta8Sf*;i 

[00 2 5] #S7C^fl=TT. 0. USDS (Kx-> 50 



ftW¥5-2 1 3 7 7 5 
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MSK^MJ^A : v^T&K) CMWTFfcT, 7. 5 
5GPAGE (#U7*U;V75 H£%m&»S&) #*r£ 

nu$ztiz&K>. ±ET^ss$nfcBFA*^«$n 

[0 0 2 6] Sfc. ±E73telC«oT^W«lllia»C«-rs 
ffi#©F (ab') . iX7x?*-l8l& 
K**-rSla#F (ab' ) . [#'Jv-] tVtUGVTc 
BF A£tt&?ZZ\tiPi!m-V$>Z>. KF (ab') . 

[#U7-] tF (ab') . [#i]7-] itf**S£L 
fcBFA«fflW-«*ttfc"3V»Ttt. *M*»&*«i6fc 

- 2 2 9 8 3 5 . ft^ME-sTSAMIBKtf 

-r-5B(B&fi»t-r-& (f (ab') . wjv-] m 

ffl) t?ZZ\t\Z£?X. # 5*1-5 BF Ate, *©gW 

wmmammbmt-mm&ztmz tmx. ens. 

[0 0 2 7] ±fi2#l< l/Tft&ft&MHIiOBFAOSI 

fflt«tn«. cTL^©x7x^^-aaBa©@euaiflaic 

e r bB-2ft#&ttCD3&W£&Jflfr>Tff:SHs^ 
JfcWBFAfcJBWlfif, c-erbB-2S£?£fe& 

*-TA5fc. KK«ftSnfcl*ltt»tt[Staen,O.D. J. 
W.Yewdell and M-J.Bevan, Eur. J. Immunol. , 17, 571-5 
74 (1987) ; Nitta.T., et al., Eur. I. Immunol., 19, 1 
437-1441 (1989)] \Z&5tm\Z&DtemV%%. 
[0 0 2 8] ft, ±Et*V»Ttt, X.7x.99-mmt 

(PBL : peripheral bloodlymphocyle) SfflHTfeJ; 
<> S(C^-D>ft;CTL755PBL«r-f>^-D-f + 
>- 2 ^!©#«TT 3 HK±S*LTL AK (lympnokin 
e activated killer cells) *»«UTfflViT"bJ:V». 

KT©$n<UTfTJft^rt*iT#S. W5. *-f^U 
>Sjfilbfc:«i^A©Jfilffil 0mHc2~3f&SS©PBS 
JgSrjSE&iDATDl^TS. giJK> ^©^lfilS©¥fi© 

m&m\>*ZZ\£ifi-V%Z) SrjDAitStt^t'^IRJltt^© 
±fi*S®bfc«, 400xg, SST30~40»W 

a»»^t©W»CT^^aS®Sr©^B5t). 10XFC 
S^fRPMl-1 6 4 0^«fitCi0i5t»-r-5, *»< b 
T^ffiiJfl'J ~2 X 1 0 7 ®&#5Cl<i:*»T^ 

SfcLAKttlWcPBLSlO' ffl/nltJSa 
i^lCl OXFCSMRPMI -1640«%fc»S8 
U ^fffilmlSD 1 0~1 0 0 0mfiC©-f >^-D-f + 
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[0029] £ltm$i&m&7i% ii Cr&%t}>;n2>m 

^-h'J^A (Na> "CrO* ) C<k-5gfftfffll&©gl$ 
«. S-fgWffl^ro^l^y h (1-2X10* TO 
fc. 3. 7MBq/mlO±S^DAK^-h , J«>A (NE 

Nttss, m-^saaiE^) sun*., 3 7<c> 5%c 

O: #ffiT"C6 0~9 0»R«ft£ffftV». *^T«f« 
&IC1 0%FCS^WRPM I - 1 64 Oigifi£fflWr 
+^»cft}*U 5a«l©*KJ£:©^a5^A r) * JO 

A ("Cr) gl§^«iSIja*iR#T#.5. 
[0 0 3 0] ±iE*D5£A ("Cr) gH&gWSBII& 

gffikte. iOlfKIt gfjSySfcSS (S#0. 0 
l~3tfg/ml) fc^S?UfcBFA©l 0 Oft 1 tX7* 

®H«®g%= [ U-b) / (c-d) 
[attBFA«]-l,fcX7x**--BBfcJ:*BWBn 

©i#ji« si c r fea£jK-f*ai<fi£, btt^waHsa©* 
c«i%np-4o (->^vttsg) mm&m^Tmwm 

±GBBflf£ttft£J:ni& *56BJBFA, ttClftc- 
e rbB-2ta#©Fab' ttaCD 3Ja#©F a b ' 
£&JB^Tf£©Lfc#5S9!BFAtt, 1 0 0og/ml©ffl 

m^m2 5%<D^mmmt^mmmmm^tu £©r 

(ftG-fftBl-AMD . ZtUzttVT* tiic-er 
bB-2$i#©F (ab' ) i 77if*>Y-£tiiCD3 30 
Si<£©F (ab' ) i 79^>ht*l : 1 ©Jfc*T? 
JW::B&UfcB£flr?t;i. 1 0 0 0ng/ml£Ti8fl?£± 

01-B#fD . ifc, &8©F (ab'). 79^ 
> bfc 1 0 0 Ong/ml £Taft£±(fr<&«aAMKlft 

[0 0 3 2] ^©J^fc, gWifflliair*fr?>St^©Fa 

b' *> vt^?*.? z—mmzn-t 

ab' 77^>h<h#«S£Lfc#f891©BFAtt, H 
n*t i o ng/ml t v> 5 & BflBB©tt AttBB 40 

«B«tt*jRT (fltBT«Bl-A#M) c 
- e r b B - 2 &e?£«&Bfi$HIC&aisTfr>S& 

n&icJ:&sttH&©fe&*!i. wwuKteawiUTir 
[0033] *fe*sg^BFA», *-©BnBBi=*tt" 

[0 0 3 4] Bl±©J:SC, *BHJMM«fflBB»« 
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x^-HBSl 0« /lOOjil £&SdL £ET3 
0»MS«:$-fr, RUmtl 096FCS^WRPMI - 
1 6 4 0SJBUTft»U fi#O^UfcI7ii?i'- 
BBettK&l/TBO-T* (r©Sfft*K«©BFA 
£&<;i£atT€r5) . ifclc. ft»*©tt*&WIg£bfc. 

X7xar*-B»©*n*ni 5 o» 1 (171??- 
fflflas : 2 x 1 0 5 > t, mmm&o son\ mm 

8: 10« ) -tn-^n 9 6 ft©U£tt£7*l'- h 

(3-X>^*hS) ©S^xJHCgsiOU 3 71C. 5% 

CO. #«TT?J8SSLT, g«ans©^s«§s«sff 

BFASjM/T. X7x£?-ft#&BttBB£€££' 

s*fcHfcKJ:*B»B»©«jMMB«©8iiE (%) 

ft, *©fTC5£ (1) fc«oT*»*Ct«tTr#6. 
[00 3 1] 

] X 1 0 0 (1) 

SeSJ£t>ii#T£t>©T?;&*. n©*ffiifiXttmittB 

30ft. ±iBBFA^©i^a^tLT-&#-rS^i:Sr 
g#<fcUT, ffiftffl#©$iflJ8fl571S;i©aBFA£ffl 

5!lt*«t*6. BPS. Kte«S!lttii«*f£K^t* 
£S£ttB&ajra#&££lsTSaMifttt©»BK:B 

Mommz&ftmmznz&ma'bv, «*«»ww. 
»tt7»£$9&f©frvrtv?fej:<. las^nssM^ffi 

<&nft,k<» MAKE*. »3t0M«©H?llT*oT>bJ: 

a*£m. as*!. wsw©ffiM«»iBtr»© 

»B"b»«5fcttl*B»Tr**. *fcft»»©»»l«© 

»Bfc*CTB3*«*R». mz.\zmimmm<D®m 
r-\mffito. ffitoto, fort. «ttrt«#an. a 

B*tt©««iriBP75SB»a-^Sft*. ^«>fc 

[0 0 3 5] *BB»B»©S4BBttB»©»^ 

ta:#^fi8, ffifflBW. BBBflWWSU-cafttfcJK 

0000 i~8 oas%@a^^r$nst>©t-rs©A^ 

«t<, C©©fflJtt-0l«A-AaD!KlO. 01(ig~l 
0B«gg©«BTiSJfl;in&©#$fi;lA>. *<UT* 

%wte«iW©fi-^^±n«, ^n*«-^anfca^©fr 

Air«v»TU>/X39©BBBBttWB9ft$n. KIT 

»M©»«a*wi«n». 

[0 0 3 6] *58WJ&«aOSfflUfcftaf«S© 
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£-5. BPS. &«©**8jfiLm 0 OmlA>£>J 

SU I L-2m 0 OU/ml£^tDbfc*Ufof§iili&T? 

■KjlMPnieSEigHU. ^^n-SLAKfflBa (■J>**-f 

>^^y-mm ®\ x i o» <@?&*fEw©BFA 
«Siioo~iooo(ig. »*l<k*5i o o/igaa^ 

[0 0 3 7] 

[$sw©$&*] *9mtt.m-i~ $m (^»aflBaRr;x7 
fc«t o c t L§oi7 x? ^-^©^rrsswTOc 

[0 0 3 8] 
[0 0 3 9] 

Ba£091] BFA©gj§ 
1) UCHT1K*©38K 

UGHTliMia [gtCD3 E#t#: I gGi :Bev 

erley.P.C.L. and Callard.R.E., Eur. J. Immunol. ,11, 
329-334 (1981) : -f >^) 7)l • *\ • UU— ? 

77>f- S^a Xlmperial Cancer Reseach Foundalio 
n.OK) «fct)A#] £10ftJFCS 
RPMI-1 64 Oftifi (B*8£ttSD £ffl^T, 3 

[0 0 4 0] SJItBALB/c (B^-fr-^XU A- 
(2, 6, 10, 14-f h7/fM>?r*X fa 

[0041] *i;5fet:#5nfcucHTi«M, pb 

SCHSU -€-©1X10' fflH&/0. 5ml-f-3<£& 

">^©KK*^nT^fe^T, •?«>x©fla&«fcDM# 

&K#£B£ii't>«80 5PR-2 2 (Bftfif£ 
BftfcS!) SfflHTlOOOOrpm, 3 0#|Sj. 4"CT 
«<MMiU UCHTlffi#fc£tJBg*±iB£®&. 
[0 04 2] 2) UCHT1-F (ab')a 77^ 
^>h©g^S 

±gan tfenfcucHT iM*±fS»c2f&$a© 

1. 5MyU-»Rtf3M NaCl^^ftSgSiS 
(pH8. 9) ^iD^LTig^-U Hfeffc^D 
tM>A (ImiDobili2ed-Protein A (Repligen tt) ) * 
7AII7^7'fl/. UCHTl*tfrS:y77AIC®^3-& 
ifc. 5M^'J-»R^3M N a C 1 frbti 



(7) #ffl¥5-2 1 3 7 7 5 

zmmm (phs. 9) Ttt^bts, ksltv^u 

CHTlffi#£, 0. 1 M?X>gH-MJ9A|g8r8j 
(pH3. 0~5. 0) TfcfflSitT. I gGSSt&fi 

[0 0 4 3] ±IB-C#&nfcI gGSi2ml (IgG 
lOmg) 0. lM?x>&7-MJ£A88f& (p 
H4. 1) {CMUT4"CT-?Sfea«TLfc. S«tSSc*!hI1R 
£nfc#ift:©l/l 0~l/2 5g (w/w) ©^ 

•f'yy (~y>r?&m fcioATSSb. 3 7t:©fflia« 

10 T? 6 ~ 8 B#IWiBfcKJ& Sfrfc t> tz. Rfm> Sf&tSIC 1 
Mh»JX^i8tl/2^fi*mxE«:£^±Si3r, 15 
OMm NaCl#*2 0mM'J>ffigSfffi (pH7. 
0) T J FS'fbbfcTSK-G3 0 0 0SW (I — V-tfc 
g) (2 1. 5mmIDX6 0cm) 

)Wm&frl&\ F (ab')i ii^sy-^Ufc. 
[0 0 4 4] 'A\Z, Jl©^LfcH»ICl. SMfJv' 
>Rtf3M NaC 1 frSfcfc&ffiifc (pH8. 9) £ 
Jill*., iE-©S^£7 r Dx^>A*7At7^ , 7'1'bT 

^ L lfit«:S©if$-&Tl8?*L&. *KUT#5nfc^a 
t)©®gB£, SH^fii o 0 0 0®BI£fflv>TI&*Maia 
(753>&g|> ^77D-^>7"l/>YM10, 4 
3mmK£&ffi) £fTfc^ A777-£2 OmMh'J 
Xfflfc. 2mM EDTARtf 1 5 OmM NaCl* 
(pH8. 0 : l"TES&»?fc| tV» 
■5) UCHTIOF (ab')i 77^ 

>h©4mgS#fc. 

[0 04 5] 3) GFD-OA-p 1 8 5- ljg#© 
UK 

30 STthc-e r bB-2jte^«<fe£KI!S-r^^t 
LT© G F D - O A - p 1 8 5 - 1 t(t#:S:KT©«fc 5 \Z 
mmVtz. GFD-OA-p 1 8 5- lftftZM 

^■rSA-f H— vGFD-OA-p 1 8 5-1 WS 
XWBUSS 1 2 2 0 6^) £±IB1) t|g«tbT«S 

urn MMfcft"7*x©iuirtK«4u ^ifi*«to 

GFD-OA-p 1 8 5- l^*^trK*-t^*# 
tz. 

[0 0 4 6] 4) GFD-OA-p 1 8 5- 1 -F 

(ab')i 75^>h©18S 
40 ±E2) t|^fillCbT3) Tf^nfeGFD-OA-p 
1 8 5- lK*±«C2ffi§fi©l. 5M$"J-»Rtf 
3M NaC l*^)5:Sg8fffi (pH8- 9) 
ig-g-^^. ^□^-f >A*7AIC7^7^ U GFD- 
OA-p 1 8 5 - l5t*S*7AKS^-&t. HAy7 
7-Tft#Ufc&> K«bT^5GFD-OA-p 1 8 
5-ltt#:&. 0. lM£X>K:f-HJtf A«»«? (p 
H3. 0-5. 0) TSW$«T, IgG€3tf1gK£ 

[0 0 4 7] ±$&X®e>tlTzl gG&$ttmm2m I 
50 (IgGlOmg) 0. lM^X^^-hU^Ag 
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(8) 

13 

mm (pH4. 1) tC»LT4'C-C-ftS«fLfc. S«f 
WL*®W&, HttKSift©l/l 0-1/2 5ft (w/ 
w) CD^y-»SJUxTii^U 3 7'C©^sa1rTM~ 
8l$r.a}8<fcE&£fTft■^fc. E&m: 1 M MJ 
zmWi 1 / 2 m&zmZ-XRfo&#ik2^ l 5 0 Mm 
NaCI§l|2 0mMU>Kg®I (pH7. 0) T 
¥f&fcbfcTSK-G3 0 0 0SW*7ASrffl^Ty;U 
ffijafcfTfcV^ F (a b' ) t B»*7*-JH/&. 

[0048] #:«;:. c©H£fci. SM^us^Rtf 3 

M NaCU>^gM (pH8. 9) £Jn*., i0 

^SlHliRU *5ZxlC^-»*^flSOGFD-OA- 
p 1 8 5 - lffifc£®S£-frT®*L-/c. LT*§£ 

nfe^aD©pigp^ #^fii 0 0 oofflMfflws 

X. GFD-OA-p 1 8 5 - 1 ©F (ab')i 75 

[0 0 4 91 5) GFD-OA-p 1 8 5-lFa 
b' tUCHTl-Fab' <b©B F A©f£SS 
±g4) TiatfcGFD-OA-p 1 8 5- ltt#© 3? 
F (ab')i 77W>h3mgS^tfl. OmlT 
ESIgSiKlC, 2 0(il<D10 0mMiJ?^HI — 
)V (DTT ;¥Pit»e«ttS) *JgJ££itl;LT> pH7. 
5. £i&l£T3 O^KS^^fr/fofc^ 51^^ 1 0 
mM DTNB *jg«3t (W3tM^ttaS) 1 ~ 2 f&fiSJn 

at. aic^iat?3 o^KMiS*ff^t>-a-fc. £©s& 
«c£g3f§#xT?@&LfcT e sg«re«5ftbfct7 
7x??XG2 5#7A£^vry;MiBiSU g*J©bT 
— PS^-frlsT, GFD-OA-p 1 8 5-1-Fa 
b' ©jg^-hD7xr:;l.vX;U7^ (GFD 30 

-OA-p 1 8 5- 1 -F a b' -SNB) £iR#L 

[0 0 5 0] mz. ±g22) TSISUfcUCHT lJt* 
OF (ab') 1 77^>h3mg£^tH. 0ml 
TESJgffi&l;:. 2 0/* lODTTjfciS&fcflnAT, p 

H7. 5TSta»cT3 o#raE££fT&ofc&. #&n 
fcsiSffiss^Ti LfcT e s wmmwmK. l 

fc-fe7r5ryi7XG2 SA^ASfflWyWiSl. & 
8J©bf-:7£7*-;H,T, UCHT 1 — F a b ' -SH 

[0 0 5 1] ±|2UCHT1-Fab' -SHtt, %\Z 
ISSLfcGFD-OA-pl85-l-Fab' -SN 

B^fliA. wMVLim (ymio) x-mm®., £st4 

■at. GFD-OA-pl85-l-Fab' tUCT 
HI -Fab' <D : t;-?-m±ifl&£LtzBFA&m 
It. 

[0 0 5 2] ±|BT#&nfcBFA&^trTESg«}8t 
SrTSKy;UG3 0 0 0SW (h-y-tt» fcttJBL- 
fcHPLC (MISi'nTh^??^-) X\Z4*> 50 
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14 

A^D-7h^7 7w-lc#-fJitlrJ;D*K^©Fa 
b' -tt-MkWk (#TfiS55 5kd) #5Btt© 
BFAfctfULTlSSSUfc. 

[0 0 5 3] «»L.fcBFA«KKc*fl ! TT-, 0. 1 

%SDS (Hx^JHtiEBlT-h'J^A. v'i/VttK) 
Tfc. 7. 5%PAGE#$T£frftV\ tSSUfcBFA 

[0 0 5 4] ±|BSDS-PAGE©i&&, fl^pg&l 
1 0 kd©fi[@fcA>HS?6SU ICDtW^BFA 
ti^SUfcfr^ftiftl 1 0kdS^Ct«$n 
fc. 

[00 5 5] 

[SHKM2] 3*EJ6«lTll5nfc*3MiBFAfcGFD 
-OA-P185-1-F (ab')i 79^/>h» 
tfUCHTl-F (ab' ) * h£©&## 

«s«tt*. 7o©t hmm®fttmi$\ihtf7>7-j 

7*^HSUfc*ffijfilU>A« (PBL) &&/BUT& 

T©»oti&L&. 

[0 0 5 6] z.<DM.mz\*. «TfcS-r7o©t Mffilffl 

^->a>. ATCC ; Rockville. Md. U.S.A. «fc0A 

[005 7] ZR-75-1 (t b?Lj6*SJ»l*: ATC 
C CRL1 5 0 0) 

sk-br-3 (t b&mmmfm-. atcc htb 

3 0) 

MCF-7 (t hUKSMAffe: ATCC HTB 2 
2) 

PANC-1 (tMfi. ±4UHSfUM*: ATCC 
CRL1 4 6 9) 

MIAPaCa-2 (thlWXMMti: ATdC C 
RL 1 4 2 0) 

aspc-1 <.tbte®&mmmmmw: atcc c 

RLl 682) 

BxPC-3 (K^fc hmNMMM* : ATCC C 
RL 1 6 8 7) 

±fB70©t h3SiliflattctMaiH7>^-f7©PBL 

-en-^no. lXBSARtfo. i«NaN. 
tt p b s mmmxm» hpbs mmrn* c 1 o 

w g©&tt{fc£iH*.. *±KT3 0#HRj6Stffc. s 
£fe »H*2ia«s»U &V>TFlTC-&'&iftV'7 
XI gG (Tago Inc., D.S.A. ttS) £im*. S»C*Jt 
£T3 0#PQ££2-&fc. 2Bft»U *WT 

&fii#:©SlSei4S^;i' h • 7s^i7 h y AI1I (Ortho 
Diagnostic Inc., O.S.A. ttS) SWBLfc7D- • 

j*fi%ttft&iJftrbTt>« t>© £ UTfcSUfc. 
[0 0 5 8] *0|B*«B1 
[0 0 5 9] 
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a) : Sfc2ffif*©* 



b) 



[0 0 6 0] &¥«£*a#iEJ&L&£$*6&0> 
/X— b>h (*) *fca>hD-^ (*tK0 tt 

[0 0 6 1] tt$£9. fitc-erbB-2fieTig 
F (ab')i 77W>H1. 2^<DaSfflKflcZR 
-7 5- l&tfSK-BR-3KttLT!ft<££lxfc. 
£3=© 2 ooffinj&ttii. g^fc c-erbB-2mR 
NA£9^-T«il2:]S(tt6nTlr)«flmiAHeT»« [Kr 
aus.M.H., et al., EMBO I.,_6, 605-610 (1987)] . 3; 
feiOF (ab'). 77>f*>b\t. Sttlfl&flcMCF 
-7, PANC-1, MIAPaCa— 2 Rtf A S P C 
-lfcl§V»fiJfctt <tl©2:3©M8*fcJt«UT) £ 

[0 0 6 2] RCD3EF (ab') 2 77^>h 
fit. PBLIC©#.£jfcU gS8y&J*£tt££L&a>o 
fc. *SEWBFAIi 2t>©fchfl J 0lfflfi&«ZR-7 5 
-1MSK-BR- 3 tPBL\Z*tlsT&<KfeL 
fc. £fceBFA©KJfci£&fcL te©fc MBJSffiHcl::** 
UT«±Ettc-e r bB-2jte?g^F (ab') 

[0 0 6 3] 5, #3£93©BFA«a8 

*#$nfc&&#Wftia£«Wt-*fc©T*sr<fca*9IS 



[0 0 64] 

[HU6093] HJS^l-e#&nfc*%WBFA©«Bie« 

Ml 30 IfitLTZR-7 5- 1 Rt^SK- B R- 3 ^n-f 
nffifflUT. BFAS:?>LT2.^S-X7x^^-«8at 

[0065]® ^im^'CrCJ:^ 
1 OXFCSfc^tJRPMI - 1 6 4 0J3Jfi£ffiV>T, 
ZR-7 5- lfflJgR.i;SK-BR-388Ji&&> 37"C 

u pbs'-' 25mi ^ivetKDm&tm 

ICO. 0 5* MJ:7>>-0. 05%EDTA-PBS 
40 8g&2. 5ml Sin*.. 3 7 < CTl#ra-f 

UT. fflfifciWU 10«FCS§1RPMI-16 
4 0Jg*fi2 0m 1 KffijSSiiT'l'fnU lOOOrp 

[0 0 6 6] &lr>T. #6.n&#8iE©«JS (5X10 
6 ffl&) IC3. 7MBq©^nAK^-hU^A (N a i 
"CrO< : NENttSD 3 71CT?5%COi 

#ttTT6 0#raigg£frfcV>, i§gft£l 0%FCS 
ttRPMI -1 64 0JS&£JBV>T2|H|ifc»l>T)afcl 
©^nABI^hU^ASI^SU jJi«tf^S-C«aiJiaSc& 
5(7 «««£©««# 2 X 1 0 6 JfflflS/ml 
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«fc3fc 1 0 9SFCS£*RPM 1 — 1 64 0J§i6tC"C$j 

[00 6 7]® I7i??-M (PBL) ©3338 
^'J >&jfilUfcM&Aiilil£5 0mlfcPBS^®iK5 
0ml £Jn;LTiI£U &Jfc5 0m 1 ©58Mf 4#K:Jfc 
S#H& (U h-fc/XIz-S'a >*x-f «7A : 7 

□-(Flow Laboratorues) *fcS9) £ 1 5 m 1 ~f tJftlAT 
5fe©jfc?8t2 5ml-rz>*±.t§&mzm®Ltc. * 
©&, Bffig'fc>t80 5 P R- 2 2 £ffiV>T 1 5 0 0 r p 

[0 0 6 8] &4>&£4*©&^+©liil!SliJtfi#f8 

Cin^frUVi5 0ml©jS^fc^L, 2 5 
m 1 ©1 0%FCSMRPM 1 -1 6 4 0%ffi$M 
Til"& U lOOOrpm. 5 #fiSB§'&LT P B L Sit 
StbT@itXbfc. 10%FCSttRPMI-164 
OiSJ8UC«k*ifc#&{l;£3|HlttDiIL;fc«. UStlfcit 

jssi o«fcsmrpm i-i64 ot&mzmmz 

■ttfc. 

[0 0 6 9] <3> &ffi#©BB® i» 
HiS0IJlT|t^nfc*^©GFD-OA-p 18 5- 
1-Fab' — UCHT1— Fab' ^IBFA> C 
© B F AfPtg©ta5g»ff t UTffl V^c G F D - O A - p 
185-1-F (ab') s 77^>htUCHTl 
-F (ab' ) i 75^>ht©l : ljg^, GF 
D-OA-p 185-1-F (ab') 2 77^>h 
RtfUCHTl-F (ab')i 7'7tf*>b<D J ttl j e 
10XFCSt ; |RPMl-1 64 0effiW 

t. -en^n&^-f i/?/^xgv7wj^-o. 22** 

M (B*S'J#7-ti3l) £fflV>T&@iSj&Lfc&> 2 50 
ng/mK 2flng/ml, 2 00ng/mlS^2 
0 0 0 n g/m 1 ©SfigldftfRiSmLfc. 

[0070] ® aiaaffigstttiisfc 

±8B®TiESUfc£Sgfi©tt#l 0 0 m 1 RtfX7i 

^-aaias o# 1 (6eia&=5 x 1 o« m. Effecto 

r:E) t. SWfflB3©5 0Ml (1 X 1 0* m. Taget;T 
) ^n-fn 9 6 ftU&i§3l7V-h (7r;id 

>(Falcon)ttSD ©S^xWCgsftl (Effector/Taget 
= E/T=5) U STt:. 5?SCOi ^TTMPIW 

isaibx, g«aBss©4*swffissis*ff^t>-&fc. & 40 

7.7- k (*B*©Httia) TSIRU 

it. ±iB£^8Sfc&#T^n^n©ii#£. 17 
x#9-mmt&ftmi&0itm (e/t) so. ior 

[0 0 7 1] &ta#£:ft-UTX7x?*-ffljB<tgtt8!l 
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©gg (x> mm&js: (n k^ot***:. 

[0 0 7 2] %t>fttcn%Z® 1 r#02 ics-r. 

[0073] EjuiZR-7 5-immzm,T*&w 

BFA£ffl^fcie*&SUT^t). 02ttZR-7 5- 
H8ll:MbTGFD-OA-pl8 5-l-F (a 
b' ) 2 77^>htUCHTl-F (ab' ) » 7 
7^>ht©l : l^£«5£ffl^&8&©tiS*£^b 

[0 0 7 4] &He&fr>TttNttAifr>fcSitfF<E>l&#fi 
(ng/ml) lffi«lttgW«aiia©#IIW®*% <x 
Specific Cytotoxicity) £tkU (1) »iE/T 
= 0©8££. (2) ttE/T = 5©«§££> (3) » 
E/T=l 0 ©«££. £fc (4) IJE/T=2 0©« 

[0 0 7 5] ±S201<fc9. PBLt*££l,&#589l© 
BFAttZR-7 5-\$m<0>r- Xfc^T, 

WS&W&Sifc&Sft B F A©fiStt, lOng/ml 
&±7*&9. *fcE/Tft«5£U:'T?fco£. * 
liBFAIJl 0 0ng/ml©fflltl^E/Ttt«t 

z\<dz\ tfr*>m^mftjMm®mm&z&-fz z\tt>mm 

Sttfc. iiniCttLT, GFD-OA-p 1 8 5-1- 
F (ab')a 77^^>htUCHTl-F (a 
b' ) « 77^>ht©l : lig£<l$j£ffl^fctB£ 
»i» 1 0 0 0 n g/m 1 STSS*±»fTt)^fic^:jfflSa 

[0 0 7 6] JgfC GFD-OA-P185-1-F 
(ab') i 77^^>hSyuCHTl-F (a 
b' ) i 7 7>f*>b<D*tlZftZm^Tm-f&8lZft 
fcofclgm, i?ffl&77^>MS1 0 0 0ng/m 

[0 0 7 7] «±©t§*<fcr), MBFASlOng 
&£tkU ilWCifr&c-e r bB-23ie?g«!l£ 

[0078] ^tc^mBF Aommmmiznr^^ 

[0ffi©fi5l£fc@i9n 

[El] #52WBFA©«ffl®©^tt£l^fcy77T 

[02] ®i tttttLx*imttzttftmG<to<Dmf&® 
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